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L2: Entry 1 of 8 



File: USPT 



Jul 13, 1999 



DOCUMENT- IDENTIFIER: US 5922350 A 

TITLE: Methods of dehydrating, storing and rehydrating liposomes 

Detailed Description Text (8) : 

So that the liposomes will survive the dehydration process without losing a 
substantial portion of their internal contents, it is important that one or more 
protective sugars be available to interact with the liposome membranes and keep 
them intact as the water in the system is removed. A variety of sugars can be used, 
including such sugars as trehalose, maltose, sucrose, glucose, lactose, and 
dextran. In general, disaccharide sugars have been found to work better than 
monosaccharide sugars, with the disaccharide sugars trehalose and sucrose being 
most effective. Other more complicated sugars can also be used. For example, 
aminoglycosides, including streptomycin and dihydrostreptomycin, have been found to 
protect liposomes during dehydration . 
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File: USPT 



Sep 1, 1998 



DOCUMENT- IDENTIFIER: US 5800833 A 
TITLE: Method for loading lipid vesicles 



Detailed Description Text (27) : 

To ensure that the liposomes will survive the dehydration process without losing a 
substantial portion of their internal contents, it is important that one or more 
protective sugars be available to interact with the lipid vesicle membranes and 
keep them intact as the water in the system is removed. A variety of sugars can be 
used, including such sugars as trehalose, maltose, sucrose, glucose, lactose, and 
dextran. In general, disaccharide sugars have been found to work better than 
monosaccharide sugars, with the disaccharide sugars trehalose and sucrose being 
most effective. Other more complicated sugars can also be used. For example, 
aminoglycosides , including streptomycin and dihydrostreptomycin, have been found to 
protect lipid vesicles during dehydration . 

Detailed Description Text (49) : 

Pharmaceutical compositions comprising the liposomes of the invention are prepared 
according to standard techniques and further comprise a pharmaceutically acceptable 
carrier- Generally, normal saline will be employed as the pharmaceutically 
acceptable carrier. Other suitable carriers include, e.g., water, buffered water, 
0.4% saline, 0.3% glycine, and the like, including glycoproteins for enhanced 
stability, such as albumin, lipoprotein, globulin, etc. These compositions may be 
sterilized by conventional, well known sterilization techniques. The resulting 
aqueous solutions may be packaged for use or filtered under aseptic conditions and 
lyophilized, the lyophilized preparation being combined with a sterile aqueous 
solution prior to administration. The compositions may contain pharmaceutically 
acceptable auxiliary substances as required to approximate physiological 
conditions, such as pH adjusting and buffering agents, tonicity adjusting agents 
and the like, for example, sodium acetate, sodium lactate, sodium chloride, 
potassium chloride, calcium chloride, etc. Additionally, the liposome suspension 
may include lipid-protective agents which protect lipids against free-radical and 
lipid-peroxidative damages on storage. Lipophilic free-radical quenchers, such as 
alphatocopherol and water-soluble iron-specific chelators, such as f errioxamine, 
are suitable. 
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TITLE: Compositions and methods for treating lymphoma 



Brief Summary Text (15) : 

In another embodiment, the mammal is a human. In another embodiment, the mammal has 
previously undergone at least one chemotherapy treatment. In another embodiment, 
the chemotherapy treatment comprised administration of a free- form vinca alkaloid, 
such as vincristine, vinblastine, vindesine, or vinorelbine . In other embodiments, 
the chemotherapy treatment included an anthracycline-containing combination 
therapy. In one such embodiment, the anthracycline was doxorubicin. In another 
embodiment, the mammal has exhibited a partial or complete response to the 
chemotherapy prior to a relapse of the cancer. In another embodiment, the relapse 
is a second relapse. 
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ABSTRACT: 



The invention concerns a novel method for preparing vinca-alkaloids by reacting a 
catharantine-type product and a vindoline -type product, characterized in that it 
consists in selecting the reaction conditions such that the product is oxidized. 
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FILE 'HOME' ENTERED AT 07:04:47 ON 07 DEC 2005 



=> FIL STNGUIDE 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'STNGUIDE' ENTERED AT 07:04:56 ON 07 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 

COPYRIGHT (C) 2 005 AMERICAN CHEMICAL SOCIETY, JAPAN SCIENCE 

AND TECHNOLOGY CORPORATION, AND EACH INFORMAT IONS ZENTRUM KARLSRUHE 



FILE CONTAINS CURRENT INFORMATION. 

LAST RELOADED: Dec 2, 2005 (20051202/UP) . 



=> FIL HOME 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

FILE 'HOME' ENTERED AT 07:05:02 ON 07 DEC 2005 



SINCE FILE 
ENTRY 
0.06 



TOTAL 
SESSION 
0.27 



=> S FILE CAPLUS 

THIS COMMAND NOT AVAILABLE IN THE CURRENT FILE 

Some commands only work in certain files. For example, the EXPAND 
command can only be used to look at the index in a file which has an 
index. Enter "HELP COMMANDS" at an arrow prompt (=>) for a list of 
commands which can be used in this file. 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
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0.48 
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USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 7 Dec 2005 VOL 143 ISS 24 
FILE LAST UPDATED: 6 Dec 2005 (20051206/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

ht tp : / /www . cas . org/ inf opolicy . html 

=> s vinorelbine (p) liposome 
1367 VINORELBINE 
33247 LIPOSOME 
LI 19 VINORELBINE (P) LIPOSOME 

=> 11 and cardiolipin 

LI IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> s 11 and cardiolipin 

4597 CARDIOLIPIN 
L2 1 LI AND CARDIOLIPIN 

= > d 1 

L2 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2005 ACS on STN 

AN 2003:173434 CAPLUS 

DN 138:210345 

TI Vinorelbine compositions and methods of use 

IN Zhang, Jia-Ai; Ahmad, Imran 

PA Neopharm, Inc., USA 



so PCT Int. Appl. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 
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=> d 11 1-19 ab 

Ll ANSWER 1 OF 19 CAPLUS COPYRIGHT 20 05 ACS on STN 

AB A process for the large scale production of a liposome suspension, in which 
three selected lipid compds. in a predetd. ratio are dissolved in an ale. 
solvent to form a mixture, which, in turn, is directly admixed with an aqueous 
ammonium sulfate solution in a predetd. ratio. The resultant mixture is 
subjected to a pore-extrusion treatment, followed by dialyzing the 
pore -extruded mixture with a 5% to 15% sucrose aqueous solution, such that a 
liposome suspension containing liposome particles suspended in the liposome 
suspension is obtained. The thus obtained liposome suspension can be used 
to encapsulate a selected drug, in particular doxorubicin. 

Ll ANSWER 2 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB Vinorelbine (VRL) is a particularly lipophilic member of the 

vinca alkaloids which, as a class of drugs, exhibit improved cytotoxicity 
and therapeutic activity through increased duration of exposure. Here, we 
describe and optimize a sphingomyelin/cholesterol (SM/Chol) 
liposome formulation of VRL to maximize in vivo drug retention, 
plasma circulation time, and therapeutic activity. VRL was efficiently 
encapsulated (>90%) into 100 nm liposomes using an ionophore -mediated 
loading method. VRL retention in SM/Chol liposomes after i.v. injection 
in mice was dependent on drug-to-lipid ratio (D/L) , with higher D/L ratios 
exhibiting increased drug retention (0 . 3>0 . 2>0 . 1, we ight /weight ) and improved 
pharmacokinetics. Cryo-electron microscopic examination of a high D/L ratio 
formulation indicated that the intravesicular regions of these liposomes 
were electron dense compared with empty liposomes. The optimized, high 
D/L ratio SM/Chol VRL formulation showed promising activity against s.c. 
B16 melanoma tumors compared with VRL or SM/Chol formulations of 
vincristine or vinblastine. Finally, the stability of the formulation was 
excellent (<5% drug leakage, >99% intact VRL, no changes in 
liposome size after 1 yr at 2-8*^) . The optimized drug 

retention properties of the SM/Chol formulation of VRL, combined with its 
promising antitumor activity and pharmaceutical stability, make this 
formulation an excellent candidate for future clin. development. 

Ll ANSWER 3 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB A comparative study of the loading and retention properties of three 
structurally very closely related vinca alkaloids (vincristine, 
vinorelbine and vinblastine) in liposomal formulations has been performed. 
All three vinca alkaloids showed high levels of encapsulation when 
accumulated into egg sphingomyelin/cholesterol vesicles in response to a 
transmembrane pH gradient generated by the use of the ionophore A23187 and 
encapsulated MgS04 . However, despite the close similarities of their 
structures the different vinca drugs exhibited very different release 



behavior, with vinblastine and vinorelbine being released faster than 
vincristine both in vitro and in vivo. The differences in loading and 
retention can be related to the lipophilicity of the drugs tested, where 
the more hydrophobic drugs are released more rapidly. It was also found 
that increasing the drug- to- lipid ratio significantly enhanced the 
retention of vinca alkaloids when the ionophore -based method was used for 
drug loading. In contrast, drug retention was not dependent on the 
initial drug-to-lipid ratio for vinca drugs loaded into liposomes containing 
an acidic citrate buffer. The differences in retention can be explained 
on the basis of differences in the phys. state of the drug inside the 
liposomes. The drug-to-lipid ratio dependence of retention observed for 
liposomes loaded with the ionophore technique may provide a way to improve 
the retention characteristics of liposomal formulations of vinca drugs. 

LI ANSWER 4 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB This invention provides methods for treating neoplasias in a mammal. In 
particular, the invention provides methods for treating various types of 
lymphomas, including relapsed forms of non-Hodgkin' s Lymphoma. These 
methods involve the co-administration of liposome-encapsulated vinca 
alkaloids, e.g., vincristine, with a topoisomerase II inhibitor, e.g., 
etoposide or NK-611, to a mammal with a lymphoma or a sarcoma. 

Ll ANSWER 5 OF 19 CAPLUS COPYRIGHT 2 005 ACS on STN 

AB The present invention relates to the synthesis and biol. application of 
piperidinoyl carboxylic acid integrin antagonists affinity moiety of 
formula (I) and formula (11) [W = -C0-6alkyl (Rl) , -Cl-6 alkyl (Rla) , -CO-6 
alkylaryl (R1,R8) , -CO-6 alkylheterocyclyl (Rl, R8) , etc.; Rl = H, 

(un) substituted NH2 , -heterocyclyl- {R8) , -heteroaryl- (RB) ; Rla = 
-C(R4) { ;NR4) , -C ( :NR4 ) -N (R4 ) 2 , -C { :NR4) -N (R4 ) {R6) , -C ( : N-R4 ) -N (R4 ) -C (0) - 
R4, etc.; R4 = H, Cl-8 alkyl; R8 = H, -Cl-8 alkyl(R9), -CHO, -CO-Cl-8 
alkyl(R9), -C0NH2, etc.; R9 = H, Cl-8 alkoxy, each (un) substituted NH2, 
C0NH2, or S02NH2, CHO, etc.; q = 0-3; R2 = -Cl-8 alkyl (R7 ) (Rll) , -C2-8 
alkenyl (R7) (Rll) , -C2-8 alkynyl (R7) (Rll) , -cycloalkyl- (R7) (Rll) , 
-heterocyclyl- (R8) (R12) , etc.; R7 = H, -Cl-8 alkoxy(R9), each 

(un) substituted NH2 or C0NH2, CHO, -CO-Cl-8 alkyl (R9) , etc.; Rll = -Cl-8 
alkyl(R14), -O-Cl-8 alkyl(R14) , -NH-Cl-8 alkyl (R14), -S-Cl-8 alkyl (R14), 
etc.; R12 = -Cl-8 alkyl (R14), -O-Cl-8 alkyl (R14), -NH-Cl-8 alkyl (R14) , 
etc.; R14 when Rll and R12 terminates with a C(:0) is selected from the 
group consisting of H, OH, -OCl-4 alkyl, and NH2; otherwise R14 = OH, SH, 
C02H , C02-1-4 alkyl; Z = OH, (un) substituted NH2, -O-Cl-8 alkyl, O-Cl-8 
alkyl-OH, -O-Cl-8 alkyl-Cl-8 alkoxy, etc.] and pharmaceutical ly acceptable 
salts, racemic mixts . , and enantiomers thereof. These affinity moieties 
maybe used with imaging agents or liposomes to target cells that express 
the avp3, avp5, or avp6 integrin 

receptors. For example, an enantiomer of 6-methoxy-p- [ [1- [l-oxo-3- 
(5,6,7, 8-tetrahydro-l, 8-naphthyridin-2-yl) propyl] - 4 -piper idinyl] methyl] -3- 
pyridinepropanoic acid inhibited the binding of vitronectin to 
avp3, avp5, and allbp3 receptors with 

IC50 of 0.0003±0. 00002, 0 . 0042±0 . 0018 , and 1.83±0.57 jiM, resp . 
Ll ANSWER 6 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB Introduction: This study was designed to define the maximum tolerated dose of 
pegylated liposomal doxorubicin (Doxil) and multiday vinorelbine (VNB) , 
without and with prophylactic filgrastim, and to identify antineoplastic 
effect. Patients and Methods: Patients with resistant cancers were 
treated with Doxil 50 mg/m2 every four weeks, and with VNB 15 mg/m2 on the 
same day. The VNB dose escalations were accomplished in subsequent 
patient cohorts by adding VNB doses on consecutive days. When the maximum 
tolerated dose (MTD) of VNB with Doxil was defined, prophylactic 
filgrastim was added to define a second MTD. Results: Of 2 9 patients 
entered, two had early adverse events, and 27 received at least one full 
cycle with at least one month follow-up. The MTD of VNB, combined with 
Doxil 50 mg/m2, was 15 mg/m2 on day 1, with neutropenia as the 
dose-limiting toxicity. With prophylactic filgrastim, the MTD was 15 
mg/m2 daily for two days, with neutropenia and stomatitis as dose-limiting 
toxicities. Palmar plantar erythrodysesthesia occurred frequently, 
usually after the third cycle. Objective responses were documented in six 
patients, all of whom received multiday VNB. Conclusion: Doxil 50 mg/m2 
on day 1 of a 2 8 -day cycle can be safely combined with VNB 15 mg/m2 day 1, 



or with VNB 15 mg/m2 days 1 and 2 with filgrastim prophylaxis. 
Antineoplastic activity was observed in this heavily pretreated population. 
Future studies of Doxil 35-40 mg/m2 with multiday VNB may be worthwhile, 
especially in metastatic breast cancer. 

LI ANSWER 7 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB This exptl. article provides data concerning of the encapsulation of 

vinorelbine (VNR) in various liposomal composition which was achieved using 
different ammonium and sodium salts. The amount of VNR trapped inside the 
liposomes and the rate of release at 2 **C and 37 °C in 
buffer and in rat plasma up to 50% by volume at 37 ®C, 45 ^C 
and 55 °C (thermosensitivity liposomes) , was determined by UV-vis 
spectrometry. VNR was encapsulated into Sterically Stabilized Liposomes 
(SSL) with high efficiency at 98%, using ammonium sulfate pH gradient 
method. The results concerning the rate of release, suggest that the 
lipid composition of the liposomes, the external solution (buffer or plasma) as 
well as the temperature play an important role of the drug release from the 
liposomes. Vincristine (VNC) was also studied in parallel expts. for 
comparative reasons. 

LI ANSWER 8 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB This invention provides compns . and methods for the treatment of tumors in 
a mammal. In particular, the invention provides liposome 
-encapsulated vinca alkaloids, e.g., vinorelbine, and methods of 
treating a mammal using such compns. 

LI ANSWER 9 OF 19 CAPLUS COPYRIGHT 2 005 ACS on STN 

AB The present invention is for novel compns. and methods for treating 

cancer, particularly, for treating cancer in mammals and more particularly 

in humans. The therapeutic compns. of the present invention include 

liposome entrapped vinorelbine in which the 

liposome can contain any of a variety of neutral or charged 

liposome -forming compds . and cardiolipin. The liposomes of the 

present invention can be either multilamellar vesicles or unilamellar 

vesicles, as desired. Vinorelbine liposomes having 

encapsulation efficinecy of 80% were prepared 

LI ANSWER 10 OF 19 CAPLUS COPYRIGHT 2 005 ACS on STN 

AB In this phase II study, 23 patients with metastatic breast cancer were 

treated with a combination of Caelyx (40 mg/m2 on day 1) and vinorelbine 
(20 mg/m2 on days 1 and 8) every 4 wk. According to the statistical 
design, enrollment was closed after the first stage due to the low 
response rate observed (four partial remissions, 12 stabilizations) . 
Toxicity was acceptable, however, grade 3-4 neutropenia was not 
negligible. Our study does not support the development of this 
combination in advanced breast cancer. 

LI ANSWER 11 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB The present invention provides methods and compns . for the treatment and 
prevention of any of a large number of diseases and conditions with an 
angiogenic component, e.g., cancer. The present invention is based upon 
the discovery that liposome -encapsulated chemotherapeutic agents, such as 
alkaloids (e.g., vinca alkaloids such as vincristine), are surprisingly 
effective at treating such diseases or conditions when administered at a 
higher frequency than those used with conventional administration 
strategies. Such methods can be used to treat diseases such as cancer 
even when the cancer comprises cells that are resistant to the 
chemotherapeutic alkaloid. The liposome encapsulation of the 
chemotherapeutic agents, e.g., alkaloids, imparts dramatic improvements in 
the stability, biodistribution, and delivery of the agents, thereby 
allowing more efficacious and convenient administration to a patient with 
any of the herein-described diseases or conditions. 

LI ANSWER 12 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB This invention provides methods of identifying ligands that are 

internalized into a cell. The methods typically involve (i) contacting 
the cell with a reporter non-covalently coupled to a ligand; (ii) dissociating 
the reporter from the ligand and removing dissociated reporter from the 
surface of the cell; and (iii) detecting the reporter within said cell (if 



any is present) where the presence of the reporter within said cell 
indicates that the ligand binds to an internalizing receptor and is 
internalized. 

LI ANSWER 13 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB A review. Efforts to improve further therapy for advanced ovarian 

carcinoma currently focus on addition of a third active agent to front-line 
chemotherapy. Three agents with activity against disease clin. resistant 
to paclitaxel and the platinum compds . are of greatest interest: 
gemcitabine, topotecan, and liposome-encapsulated doxorubicin. 
Three strategies to add a third agent include a triplet regimen that adds 
a third agent concurrently; a sequential doublet regimen giving three to 
four cycles of the new agent plus a platinum followed by three to four 
cycles of paclitaxel plus a platinum; and sequential single agents 
consisting of three to four cycles of the new agent with three to four 
cycles each of paclitaxel and a platinum. Gemcitabine in combination with 
another agent has been evaluated to develop doublet regimens for the 
second of these three strategies. Combinations both feasible and active 
include gemcitabine plus cisplatin or carboplatin, gemcitabine plus 
paclitaxel, gemcitabine plus topotecan, gemcitabine plus liposome 
-encapsulated doxorubicin, gemcitabine plus vinorelbine, and 
gemcitabine plus treosulfan. The combinations of gemcitabine plus a 
platinum compound appear most promising with synergism suggested by the 
data. A gemcitabine/carboplatin doublet for four cycles followed by four 
cycles of paclitcucel/carboplatin is currently under evaluation in a 
randomized phase III trial (Gynecol. Oncol. Group [GOG] protocol 0182) . 

LI ANSWER 14 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB The concentration-time profiles of Doxorubicin (DOXO) from day 0 to day 21 after 
i.v. infusion of 25 or 30 mg/m2 doxorubicin HCl stealth liposomes (Caelyx) 
were investigated in 9 patients receiving combination polychemotherapy 
with cyclophosphamide, vinorelbine and prednisone. Peak serum concns. 
occurred from 0.04 to 4.0 days after infusion (mean tmax = 1.79±1.55 d) 
with a mean cmax of 4595±2849 ng/mL. A total amount of 12.84±2.47 mg 
liposomal DOXO in the plasma volume (Vp = 2794+537 mL) could be estimated at 
tmax (=27% of the mean dose of 47.6 mg) . Stealth liposomes were 
eliminated slowly from the blood with a mean tl/2el of 1.9+0.5 days (MRT 
was 4.6+2.5 days). AUClast values ranged from 8070 to 33446 ng/mL*d (mean 
10987±9339 ng/mL*d) . The low plasma clearance (Cltot = 4681±2835 
mL/day) and the small volume of distribution (Vz = 11.7+6.31) suggested 
that stealth- liposomes were stable in the blood at least for 14 days. 
Polychemotherapy with Hyper-CCVP schedule did not alter the stability of 
stealth liposomes, but peak levels of DOXO seemed to be somewhat lower 
compared to regression anal, of literature data (cmax vs. dosage range 
from 2 0 to 60 mg/m2) . Due to clast occurring between day 12 to 18, no 
indexes for an accumulation of the drug in the blood could be found, when 
liposomes were given every four weeks . 

LI ANSWER 15 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB A review. Doxorubicin and other anthracyclines are an important class of 
agents for the treatment of early and advanced stage breast cancer, but 
produce substantial acute and chronic toxicities. One strategy for 
reducing anthracycline-associated toxicity is packaging them in liposomes. 
Liposomes are closed vesicular structures that envelop water-soluble mols. 
They may serve as vehicles for delivering cytotoxic agents more 
specifically to tumor, and limit exposure of normal tissues to the drug. 
Liposomal anthracyclines are more effective and less toxic in a number of 
preclin. models compared with conventional anthracyclines. Several 
liposomal anthracyclines have been extensively studied in humans with a 
variety of cancer types, including TLC D-99 (Myocet; The Liposome 
Company, Elan Corporation, Princeton, NJ) , liposomal daunorubicin 
(Daunoxome; NeXstar Pharmaceuticals, Inc, San Dimas, CA) , and pegylated 
liposomal doxorubicin (Doxil; Alza Pharmaceuticals, Palo Alto, CA, Caelyx; 
Sobering Corporation, Kenilworth, NJ) . Although none of these agents are 
currently approved for the treatment of breast cancer in the United 
States, the liposomal doxorubicin prepns. seem to have comparable activity 
and less cardiac toxicity than conventional doxorubicin. Furthermore, 
they have been safely combined with other cytotoxic agents, including 
cyclophosphamide, 5-f luorouracil, vinorelbine, paclitaxel, and 



docetaxel. Further studies will be required to determine their role in the 
treatment of breast cancer. 

LI ANSWER 16 OF 19 CAPLUS COPYRIGHT 2 005 ACS on STN 

AB This invention provides methods for treating neoplasias in a mammal. In 
particular, the invention provides methods for treating various types of 
lymphomas, including relapsed forms of non-Hodgkin ' s Lymphoma. These 
methods involve the administration of liposome-encapsulated vinca 
alkaloids, e.g. , vincristine, to a mammal with a lymphoma - 
Liposomeencapsulated vincristine (vincristine sulfate liposome injection) 
was prepared using a six vial kit wherein vials 1 and 2 contained 
vincristine sulfate solution (Img/mL Vincasar PFS)in buffer comprising 
mannitol and sodium acetate, pH 4.5-4.7, vial 3 contained empty liposomes 

(lOOmg/mL Sphingomyel in/Cholesterol liposomes, at a ratio of between about 
60/40 to 50/50, or more preferably 55/45 mol%/o/mol%) in buffer comprising 
3 00 mM citrate at pH 4.0, vials 4 and 5 contained an alkaline phosphate buffer 

(14.2 mg/mL dibasic sodium phosphate hepta hydrate), and vial 6 was an 
empty, sterile vial. 

LI ANSWER 17 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB In this study, tumor uptake and clearance of doxorubicin were determined for 
two formulations of the drug: the free form in aqueous solution and the 
encapsulated form in polyethylene glycol -coated (pegylated, STEALTH) 
liposomes composed of cholesterol/hydrogenated soy 
phosphatidylcholine /polyethylene glycol -distearoyl -phosphatidyl - 
ethanolamine (Doxil) . The detns . used confocal laser scanning microscopy 
in a pancreatic carcinoma model in nude mice. The movement of pegylated 
liposomes containing doxorubicin from blood vessels into tumors was studied 
using confocal microscopy combined with autoradiog. of liposomes containing a 
tritium- labeled phospholipid. Laser microscopy measurements showed that 
the liposome-encapsulated doxorubicin remained in the tumor 
longer than the free drug and produced a six-fold increase in the area 
under the concentration-time curve (AUC) . Autoradiog. showed that the 
extravasated tritium-labeled lipid had entered the nuclei as well as the 
cytoplasm of tumor cells. The authors also compared the therapeutic 
effects of i.v. cisplatin, doxorubicin hydrochloride, vincristine sulfate, 
and vinorelbine tartrate, each in the aqueous free form or 
encapsulated in pegylated liposomes. In this pancreatic carcinoma model, 
the liposome-encapsulated drugs were all more effective than the 
free drugs in inhibiting tumor growth and in producing cures . Except for 
cisplatin, all of the free drugs had toxic systemic side effects indicated 
by an average weight loss of 3 to 5%, which was recovered by 2 to 4 wk after the 
last treatment. The liposome-encapsulated drugs did not cause 
weight loss. 

LI ANSWER 18 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB Reagents for use in preparing a therapeutic liposome composition sensitized to a 
target cell are described. The reagents include a liposomal composition 
composed of pre -formed liposomes having an entrapped therapeutic agent and 
a plurality of targeting conjugates composed of a lipid, a hydrophilic 
polymer and a targeting ligand. The therapeutic, target-cell sensitized 
liposome composition is formed by incubating the liposomal composition with a 
selected conjugate. Liposomes were prepared by mixing partially 
hydrogenated soybean phosphatiylcholin, cholesterol, and mPEG-DSPE at a 
molar ratio of 55:40:3 in chloroform and/or methanol in a round bottom 
flask. The solvents were removed and the dried lipid film produced was 
hydrated with a buffer to produce large multilamellar vesicles. An 
anti-E-selectin Fab fragment was conjugated to PEG-DSPE to form a 
targeting conjugate. An adequate amount of the Fab-PEG-DSPE conjugate was 
added to a suspension of the above liposomes and incubated overnight at 
room temperature for the insertion of the conjugate into preformed liposomes. 

LI ANSWER 19 OF 19 CAPLUS COPYRIGHT 2005 ACS on STN 

AB The compatibility of doxorubicin hydrochloride liposome injection with 
selected other drugs during simulated Y-site administration was studied. 
Five milliliters of doxorubicin hydrochloride liposome injection 0.4 mg/mL 
in 5% dextrose injection was combined with 5 mL of each of 82 other drugs 
in 5% dextrose injection or, if necessary to avoid incompatibilities with 
the diluent, 0.9% sodium chloride injection. The combinations were examined 



with the unaided eye in fluorescent light and in high- intensity 
monodirectional light to enhance visualization of small particles and 
low-level turbidity. The turbidity of each combination was measured as 
well. Particle sizing and counting were performed on selected 
combinations. Evaluations were performed initially and at one and four 
hours. All combinations were stored at room temperature {.apprx.23 ®C) . 
Most of the test drugs were compatible with doxorubicin hydrochloride 
liposome injection during the four-hour observation period. However, 
practitioners should be cautious in administering any drug simultaneously 
with doxorubicin hydrochloride liposome injection until the integrity of 
the liposomes can be verified. Eighteen drugs exhibited unacceptable 
increases or decreases in measured turbidity or particulate formation 
within four hours. During simulated Y-site administration, doxorubicin 
hydrochloride 0.4 mg/mL (as the liposomal injection) in 5% dextrose 
injection was compatible with 64 of 82 other drugs for four hours at 
.apprx.23 *>C and was incompatible with 18 of the test drugs. 
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